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Report on a 
single-dose oral toxicity study of H 72 6146 A 

in female SPF Wistar rats 

- 

Summary: 

In this single-dose oral toxicity study of H 72 6146 A 
in female rats the LDSO was 8100 mg per kg body weight. 
According to the usual classification (cf. W-S. Spector 
in Handbook of Toxicology), H 72 6146 A may be regarded 
as virtually non-toxic in a single-dose oral treatment. 

Method: 

Compound H 72 6146 A was available as white powder that was 
suspended in sesame oil. Different doses of this 25 per 
cent suspension were orally administered once by means of 
a stomach tube to female SPF Wistar rats from OUT own 
breeding. (Weight of the animals: 84 - 110 g, average weight 
94 g). The study was performed in female rats, as previous 
studies did not reveal any sex-dependent difference in results. 
Each dosage group consisted of 'IO rats. The rats were fasted 
from 16 hours prior to 2 hours after treatment. During 
the 2-week follow-up period the animals were weighed once 
weekl:y, and the food Altromin 1324 (mfr.: Altrogge, Lage/Lippe) 
and tap water were provided ad libitum. 

Lethally intoxicated rats were dissected and submitted to 
macroscopic examination. 

The surviving animals were anesthetized and killed after 
the 2-bweek follow-up period, and their organs were also 
examined macroscopically. 
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The LDSO was determined by means of a probit analysis 
(act. to LINDER and WEBER), and the confidence limits 

were calculated according to CAVALLI-SFORZA. 

Results: 

Dose Concentration No. of lethally intoxicated rats/ 
&kg in % No. of rats per dosage group 

4000 25 0 out of 10 
.* ; 

6300 25 0 out of 10 
7100 25 1 out of 10 
8000 25 7 out of 10 I 

9000 25 6 out of 10 
10000 25 10 out of 10 i f 
15000 25 10 out of 10 I , 

Lethally intoxicated rats showed disequilibrium, gasping 
respiration and in some cases tonic convulsions in abdominal j 
position. In individual animals squatting position and hemorrhagic i 
nasal secretion were observed. The exact time of death and data: 3 ! 
on the body weight development during the Z-week follow-up 

-' 

period are given in the appended Tables. The dissection of 
the lethally intoxicated rats revealed the following macroscopic 
findings: 

Hemorrhagic infiltrations in sections of stomach and small 
intestine. Marked demarcation of blood vessels in the region 
of the large intestine. 



The dissection of the rats that were killed at the end of 
the follow-up period revealed no remarkable macroscofitc 
findings. 

i 

The median lethal dose (LDSO) for P = 0.05 was 8100 
(7660 - 8570) mg H 72 6146 A per kg body weight. 

Dr Ho Pharmaceutical Research/Toxicology 
October 29, 1974 of 

HOECHST AG 
signed: 
Dr Hollander 
Dr Weigand 
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3 Tables 

LD50 calculations 



Tabelle / Table i 
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H ‘2 6?46 A 
. Ai’:. te orale ToxfzitYt . 

I, \b ::E 9 
FARBWERKE HOECHST AC -d&%Ad%h~~ 2~*ro*1y74 
Pharma Forrehung Toddo@~ 

. 

Tierart: Ratte 
Species: . rata . ‘.:.* __; 

Applikationswegz ’ * .’ . . 
Route of Administration: oral; orally 

Tier Nr. Geschlecht DO& Kbrpergewicht (g) 
w/kg Anfang : nach? nach 14 Tagen 

. L 

Anixpal No. Sex I)ose Body Weight (g) 
. mg/kg Initially after 7 after 14 Days I I 

1 
2 

65 . 
: 
9 

10 

7 
8 
9 

10 

? 4 000 100 
PO 

. . 110 
94 

;t 
100 

94 
98 
88 

9 . 6 300 88 . 
.86 

;: 
;i 
z: 74 . 

0 7 100 

122 146 
102 . 118 
120 142 
114 142 
112 124 
112 128 
124 144 
114 138 
120 * 144 
106 .132 

106 128 
100 124 
116 142 
100 126 
102 134 
100 . 122 
114 142 
110 140 . 
110 128 . 
104 124 

116 140 
102 124 
* 1./2. d. 
112 138 
114 136 
112 136 
112 138 
108 126 
106 134 

98 132 

’ 

$? Tod post applicationem 
Death after Administration / Injection 

. 



Tabelit$Table 2 . ' H 72 6146 A 
. Akute orale To%:z: tiit 

FARBWERKE HOECHST AC w-w..tSa&sg’w+ Rattc p 

Pharnm Forrchung Toxlko~ogie 
. . 29.10.1974 

Ti erart: Ratte . 
Species: 

. . . 
rats - _ “.. f ‘...I ._ 

Applikationsweg. ’ - 
.’ 

*. * . . : 
Route of Administration: . oral orally . 

Fer Nr. Geschlecht Dosis 
w/kg 

Karpergewicht (g) 
&fang. nach? nach 14 Tagcn . . 

Animal No. Sex Dose 1 
. mg/kg 

Body Weight (g) ” 
Initially after 7 I 

after 14 Days 
, 

9 8 000 . 94' e 5./6. d : 
-- - 

86 * 2.h. d. 

; 

. . 

. ‘. 
- 

9 
. 

.' 9 

- .  
.  .104 124 

- 
s  110 128 

.;i . -5 9 2./3. 1./2. d d 
‘* + 1./2. d 

94 .J 5./6:d 
. 94 3 2./3. d. 

92 108 -. . 

. 9 000 .ioo 4 1./2.: d. 
.- ii: -IE 2./3. .d 

-* 155 min. 
98 - 108 . 
9s. 114 

100 118 
92 9 1.12: d 

-$. 
‘112 * 
rE L/2*. d’ 

99 5 l./2:d 
:.- 

. 10 oop 92 d 155 min. 
. 

2 * 97 min. d + 2.13. 
,110. + 62 min. 

06' - 6 56 min. 
‘110. + 92 min. 
110 5 92 min. 

96 + 155 min. 
6 161 min. 
B 69 min. 

,126 . ‘- ; 
I : . i 

‘: 
i 

j 

138 
136 . 
144. 

142 . 

. 

. . 

;E Tod post applicationcm 
Death after Administration / Injection 

.i 
. . 



1 9 15 000 100 * 57 Lin. 
2 94 . .+ 67 min. 

2. . 96 $69min. 

i’.’ -* 
-98 - ‘n 51 min. 

'555min. * 
* 64 min. 

* i 
,102 * e68min. .’ . - 100 . t$ 55 min. 

.9 
. lr, 

96 -6 115 min. 
98 . . 

. 
< . - $ 59 min. 

.: .. . . :. 
: 

. . 
._ :’ : . 

. . . . 

. . 

. . . 

_ _ __.-_---. ; ----.-.- -.- 

Tabell-;/Table 3 . ' 
H 72 6146 A 

-- 

Akute orale ToxizitYt 

FARBWERKE HOECHST AC vean.&~~~~~~ ’ 
Ratte 9 
zg.10.1g74 . . 

Phwma Porrchunp Toxikologh 

‘. 
Tierart: Ratte . 

.- . _. 
Species: rats 

, - 
- - ._ . ‘.-..r.. _. 

: Applikationsweg: . . ’ 
.’ ‘ ;. ._ . . ; . .. ‘: . 

Route of Administration: . oral, orally 

Tier Nr. Geschlecht Dosis . Urpergewicht (g) . 
wdkg Anfang : nach7 nach 14 Tagen 

. . . 

Animal No. Sex. Dose . ’ Body Weight (g) 
. w/kg fniWY after 7 after 14 Days 

. . 

*. 

4 

. 

. 

. 

9 Tod post applicationem 

. 

. . 

. . 

. . . . 

. 

.s 

.? 
_.. . 

. 

., 
. . 

. . . 

. 

Death after Administration / Injection 

65457.723 
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REGPESS$O11SGERADE; TnJ To-J. 95~ pROI:&, ~~SENI VERTRAUENSGRENZEN FUER 

P.RAFPARAT H 726149 A. SPEZJES RA'j% GESWECHT P APPlIKAtIaN PO VERSUCHSNR 584 . 

DDSfS T;EREtGES* TIf+Ed!iRKUIJ~ P&OZENT LOC,~OSSS PROBIT GEWICHT 

48000 . aoc. 

6,300 108 

'8 100 1oc 

8,000 AO,- 

9,000 .lOC 

lO!OOO . .tfh. 

l~,OOO IO@ 

GLWpur-6 per! ‘REGRESSIO~~SGEPADE~~ 

2 PVNKTE OER REGR&$SIONSGERADEN 

00 Q!W ar3w . 

0: 0100 - l,fJbl 

.A@* lot00 &a940 

‘7,s . ‘70 (00 2eo79 

et*, 60,OO J&J? 
i0, _ .jlo,oo 2.3QFJ 

208 lOO,OO $8708 

OWNI VERTRAUENSGRENZEN~ 
FUER PmO,O3: 
FUl?R Pc'O.01 

FUER Pro,03 
FUER PFO,OI 

71662 

FUER PqwJA 
74529 
?tW 

FUER P90,03. 889 
FUER PgO;OA 8,6 s 

4 
7 

i FUfR PtjO,OQi et335 -.- ._I__-_..__ --. ,_ ,..., _ - .I-. _- ---. -_-- -..._. --.-- --_ ., -- 

0,878 OeOl 

2,379 1,Jl 
.3 q7?6 4105 

58504~ 61% 

5&U. 9103 

7f 474, . 2r08 

9; 000 0801 

DA~Uti 26, 'I.7 


